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This statement examines the cardiovascular complications ofdiabetes mellitus and considers opportunities for their pre-
vention. These complications include coronary heart disease
(CHD), stroke, peripheral arterial disease, nephropathy, retinop-
athy, and possibly neuropathy and cardiomyopathy. Because of
the aging of the population and an increasing prevalence of
obesity and sedentary life habits in the United States, the
prevalence of diabetes is increasing. Thus, diabetes must take its
place alongside the other major risk factors as important causes
of cardiovascular disease (CVD). In fact, from the point of view
of cardiovascular medicine, it may be appropriate to say,
“diabetes is a cardiovascular disease.”
Clinical Presentations of Diabetes Mellitus
The most prevalent form of diabetes mellitus is type 2 diabetes.
This disorder typically makes its appearance later in life. The
underlying metabolic causes of type 2 diabetes are the combi-
nation of impairment in insulin-mediated glucose disposal (in-
sulin resistance) and defective secretion of insulin by pancreatic
b-cells. Insulin resistance develops from obesity and physical
inactivity, acting on a substrate of genetic susceptibility.1,2
Insulin secretion declines with advancing age,3,4 and this decline
may be accelerated by genetic factors.5,6 Insulin resistance
typically precedes the onset of type 2 diabetes and is commonly
accompanied by other cardiovascular risk factors: dyslipidemia,
hypertension, and prothrombotic factors.7,8 The common clus-
tering of these risk factors in a single individual has been called
the metabolic syndrome. Many patients with the metabolic
syndrome manifest impaired fasting glucose (IFG)9 even when
they do not have overt diabetes mellitus.10 The metabolic syndrome
commonly precedes the development of type 2 diabetes by many
years11; of great importance, the risk factors that constitute this
syndrome contribute independently to CVD risk.
Recently, new criteria have been accepted for the diagnosis
of diabetes.9 The upper threshold of fasting plasma glucose
for the diagnosis of diabetes has been lowered from $140
mg/dL to $126 mg/dL. The upper threshold for normogly-
cemia likewise has been reduced from ,115 to ,110 mg/dL.
A fasting plasma glucose of 110 to 125 mg/dL is now
designated IGF. These changes removed the need for oral
glucose tolerance testing for diagnosis of diabetes; a diagno-
sis rests entirely on confirmed elevations of fasting plasma
glucose. Furthermore, the terms insulin-dependent diabetes
mellitus and non–insulin-dependent diabetes mellitus have
been replaced by type 1 diabetes and type 2 diabetes,
respectively.
The other form of diabetes mellitus is type 1 diabetes,
which follows immunologic destruction of pancreatic
b-cells.12 Type 1 diabetes usually begins early in life and is
often called juvenile diabetes. This form of diabetes fre-
quently produces microvascular complications, nephropathy,
and retinopathy,12 but it also predisposes to CHD.13 Because
type 2 diabetes occurs much more commonly than type 1
diabetes, the present statement will emphasize type 2 diabe-
tes. Nonetheless, type 1 diabetes will be integrated into the
overall strategy of cardiovascular risk reduction.
Scope of the Problem
At least 10.3 million Americans carry a diagnosis of diabetes
mellitus.14 Another 5.4 million are estimated to have undiag-
nosed diabetes.14 Approximately 90% of patients with diabe-
tes have the type 2 variety.14 The onset of type 2 diabetes
usually precedes clinical diagnosis by several years.14 An
increasing prevalence of type 2 diabetes cannot be divorced
from the rising prevalence of obesity and physical inactivity
in our society. An estimated 97 million adults in the United
States are overweight or obese.15 Furthermore, '75% of
adult Americans have minimal physical activity or daily
exercise.16 Both excess body fat and physical inactivity
predispose to type 2 diabetes. Several ethnic groups are
particularly susceptible to type 2 diabetes: Hispanics, blacks,
Native Americans, and Asians (especially South Asians).17–20
The growing ethnic diversity, including these groups, con-
tributes to the increasing prevalence of type 2 diabetes in the
United States.
Diabetes as a Major Risk Factor
A large body of epidemiological and pathological data
documents that diabetes is an independent risk factor for
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CVD in both men and women.21–23 Women with diabetes
seem to lose most of their inherent protection against devel-
oping CVD.21,24 CVDs are listed as the cause of death in
'65% of persons with diabetes.25 Diabetes acts as an
independent risk factor for several forms of CVD. To make
matters worse, when patients with diabetes develop clinical
CVD, they sustain a worse prognosis for survival than do
CVD patients without diabetes.26–28 These considerations
have convinced the Scientific Advisory and Coordinating
Committee of the American Heart Association (AHA) that
diabetes mellitus deserves to be designated a major risk factor
for CVD. This formal designation commits the AHA to a
greater emphasis on diabetes as a risk factor in its scientific
and educational programs. This statement provides the scien-
tific rationale for the decision to classify diabetes as a major
risk factor for CVD.
Diabetes and Specific CVD
Atherosclerotic CHD
Both type 1 diabetes and type 2 diabetes are independent risk
factors for CHD.21–23 Moreover, myocardial ischemia due to
coronary atherosclerosis commonly occurs without symp-
toms in patients with diabetes.29 As a result, multivessel
atherosclerosis often is present before ischemic symptoms
occur and before treatment is instituted. A delayed recogni-
tion of various forms of CHD undoubtedly worsens the
prognosis for survival for many diabetic patients.
Diabetic Cardiomyopathy
One reason for the poor prognosis in patients with both
diabetes and ischemic heart disease seems to be an enhanced
myocardial dysfunction leading to accelerated heart failure
(diabetic cardiomyopathy).30–37 Thus, patients with diabetes
are unusually prone to congestive heart failure. Several
factors probably underlie diabetic cardiomyopathy: severe
coronary atherosclerosis, prolonged hypertension, chronic
hyperglycemia, microvascular disease, glycosylation of myo-
cardial proteins, and autonomic neuropathy. Improved glyce-
mic control, better control of hypertension, and prevention of
atherosclerosis with cholesterol-lowering therapy may pre-
vent or mitigate diabetic cardiomyopathy. An early clinical
trial38 suggested that sulfonyl ureas used for control of
hyperglycemia are cardiotoxic and may exacerbate diabetic
cardiomyopathy. This side effect, however, was not con-
firmed in a recent large clinical trial.39
Stroke
Mortality from stroke is increased almost 3-fold when pa-
tients with diabetes are matched to those without diabetes.40
The most common site of cerebrovascular disease in patients
with diabetes is occlusion of small paramedial penetrating
arteries.41 Diabetes also increases the likelihood of severe
carotid atherosclerosis.42,43 Patients with diabetes, moreover,
are likely to suffer irreversible brain damage with carotid
emboli that otherwise would produce only transient ischemic
attacks in persons without diabetes. Approximately 13% of
patients with diabetes .65 years old have had a stroke.44
Renal Disease
Renal disease is a common and often severe complication of
diabetes.45 Approximately 35% of patients with type 1
diabetes of 18 years’ duration will have signs of diabetic renal
involvement.46 Up to 35% of new patients beginning dialysis
therapy have type 2 diabetes.47 End-stage renal disease
(ESRD) appears to be especially common among Hispanics,
blacks, and Native Americans with diabetes.48–52 For patients
with diabetes who are on renal dialysis, mortality rates
probably exceed 20% per year.47 When diabetes is present,
CVD is the leading cause of death among patients with
ESRD.53–55
Covariate Risk Factors
Prospective studies22–40 indicate that all of the major cardio-
vascular risk factors—cigarette smoking, hypertension, and
high serum cholesterol—continue to act as independent
contributors to CVD in patients with diabetes. As already
mentioned, clustering of metabolic risk factors, called the
metabolic syndrome, occurs commonly in type 2 diabetes.56
The onset of hyperglycemia in patients with the metabolic
syndrome appears to accelerate atherogenesis, possibly by
enhanced formation of glycosylated proteins and advanced
glycation products57,58 and/or by increasing endothelial dys-
function.59 These direct consequences of hyperglycemia
probably contribute to the microvascular disease underlying
nephropathy and retinopathy, and they may promote macro-
vascular disease as well.
Predisposing Risk Factors
Several predisposing factors simultaneously affect the devel-
opment of CVD and diabetes mellitus. Among these concom-
itant factors are obesity, physical inactivity, heredity, sex, and
advancing age. The mechanisms whereby they predispose to
chronic diseases are complex and often overlapping. To some
extent, these predisposing factors exacerbate the major risk
factors: dyslipidemia, hypertension, and glucose tolerance;
and they may cause CVD and diabetes mellitus through other
pathways as well. To a large extent, both CVD and diabetes
must be prevented through control of the predisposing risk
factors. Modification of life habits is at the heart of the public
health strategy for prevention of CVD and diabetes mellitus.
High priorities are the prevention (or treatment) of obesity
and promotion of physical activity. Drug therapy nonetheless
may be required to control the metabolic risk factors, partic-
ularly when they arise from genetic aberration and aging.
Effective drugs are currently available for treatment of
hypertension and dyslipidemia. Hypoglycemic agents also are
available for treatment of type 2 diabetes, but new pharma-
cological strategies are under investigation for more effective
treatment and prevention.
Insulin Resistance and the Metabolic Syndrome
Most patients with type 2 diabetes have insulin resistance.
Indeed, insulin resistance seems to predispose to both CVD
and diabetes.60 Research suggests that insulin resistance is a
multisystem disorder that induces multiple metabolic alter-
ations. Factors that contribute to insulin resistance are genet-
ics,61 obesity,62 physical inactivity,63 and advancing age.64
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Patients with insulin resistance often have abdominal obesi-
ty.65 Metabolic risk factors that occur commonly in patients
with insulin resistance are atherogenic dyslipidemia, hyper-
tension, glucose intolerance, and a prothrombotic state.60
Each of these risk factors can be reviewed briefly.
Atherogenic Dyslipidemia
Atherogenic dyslipidemia is characterized by 3 lipoprotein
abnormalities: elevated very-low-density lipoproteins
(VLDL), small LDL particles, and low high-density-
lipoprotein (HDL) cholesterol (the lipid triad). The lipid triad
occurs frequently in patients with premature CHD and ap-
pears to be an atherogenic lipoprotein phenotype independent
of elevated LDL cholesterol.66–69 Most patients with athero-
genic dyslipidemia are insulin resistant.69–71 Atherogenic
dyslipidemia in diabetic patients often is called diabetic
dyslipidemia. Many patients with atherogenic dyslipidemia
also have an elevated serum total apolipoprotein B.72 Grow-
ing evidence suggests that all of the components of the lipid
triad are independently atherogenic. Together they represent a
set of lipoprotein abnormalities besides elevated LDL cho-
lesterol that promote atherosclerosis.
Hypertension
Hypertension is a well-established major risk factor for
CVD.22 It increases risk for both CHD and stroke and
contributes to diabetic nephropathy.73 Several investiga-
tors74,75 report a positive association between insulin resis-
tance and hypertension; this finding suggests that elevated
blood pressure deserves to be listed among the components of
the metabolic syndrome. Hypertension nonetheless is a mul-
tifactorial disorder, and the mechanistic connections between
insulin resistance and hypertension are largely conjectural;
even so, evidence for a causal link is growing.76 When
hypertension coexists with overt diabetes, which it commonly
does, the risk for CVD, including nephropathy, is
doubly increased.
Elevated Plasma Glucose
For several years after onset of insulin resistance, fasting and
postprandial glucose levels typically are normal. During this
period, pancreatic b-cells are able to increase insulin secre-
tion in response to insulin resistance and thereby maintain
normal plasma glucose levels. In some people, however,
insulin secretion declines with aging, and elevated glucose
concentrations appear. The first abnormality in plasma glu-
cose in patients with insulin resistance is IFG (or impaired
glucose tolerance).9 The presence of IFG usually accompa-
nies long-standing insulin resistance. It is currently estimated
that 13.4 million adults, 7.0% of the US population, have
IFG.14 Many prospective studies77,78 show that IFG (or
impaired glucose tolerance) is a risk factor for CVD; the
degree of independence as a risk factor, however, is uncer-
tain, because IGF commonly coexists with other components
of the metabolic syndrome.11 A patient with IFG nonetheless
must be considered at risk for both CVD and type 2 diabetes.
As already indicated, once categorical hyperglycemia devel-
ops, it counts as an independent risk factor for CVD.22
Prothrombotic State
A newly recognized component of the metabolic syndrome is a
prothrombotic state.76 Patients with insulin resistance frequently
manifest several alterations in coagulation mechanisms that
predispose them to arterial thrombosis. These alterations include
TABLE 1. Evaluation of Major Risk Factors in Diabetic Patients
Cigarette smoking
History: Record current and past smoking habits; list smoking duration (years of use) and intensity (number of cigarettes smoked per day); determine passive
smoke exposure (at work and at home)
Blood pressure
History: Record history of blood pressure (BP) and measures of treatment, including current and past antihypertensive agents. Also determine acquired factors
affecting BP: body weight, physical activity level, sodium intake, and alcohol consumption
Physical examination: Define current BP from multiple measurements; measure BP supine, sitting, and standing in elderly patients; consider 24-hour
automated, ambulatory BP monitoring in older patients (detects absence of nocturnal fall in BP [autonomic dysfunction], episodic hypertension, orthostatic
hypertension, resistant hypertension)
Serum lipids and lipoproteins
History: Assess dietary habits and alcohol intake, exercise habits, efforts to modify lifestyle habits, use of medications that influence lipoprotein levels, family
history of premature vascular disease and dyslipidemia, history of thyroid disorders or pancreatitis
Physical examination: Check for eruptive xanthomas and lipemia retinalis (signs of severe hypertriglyceridemia), tuberoeruptive xanthomas (sign of
dysbetalipoproteinemia), xanthelasma (suggestive of hyperlipidemia), and signs of hypothyroidism
Laboratory: Measure fasting serum total cholesterol, triglyceride, LDL cholesterol, HDL cholesterol; (optional: total apolipoprotein B*, Lp[a], LDL size), thyroid,
renal, liver function tests
Albuminuria
Measure serum creatinine
Test urine with a dipstick for protein: If dipstick is negative, measure urine albumin-to-creatinine ratio in the first morning urine specimen
Glycemic status
History: Age of onset of hyperglycemia; course of diabetes management; family history of diabetes, history of diabetic complications
Physical examination: Cardiovascular status, retinopathy, other diabetic complications
Laboratory: Fasting plasma glucose (FPG); hemoglobin A1c (periodically); diabetes5FPG.126 mg/dL (32); impaired fasting glucose5110 to 126 mg/dL (32)
*Total apolipoprotein B is especially useful if triglycerides are elevated but LDL cholesterol is in the normal range.
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increased fibrinogen levels,79 increased plasminogen activator
inhibitor-1,80 and various platelet abnormalities.81
LDL Cholesterol and Atherogenesis in
Diabetic Patients
An elevated concentration of serum LDL cholesterol is a
major risk factor for CHD.82 In fact, some elevation of LDL
cholesterol appears to be necessary for the initiation and
progression of atherosclerosis. In populations having very
low LDL cholesterol levels, clinical CHD is relatively rare,
even when other risk factors—hypertension, cigarette smok-
ing, and diabetes—are common.83 In contrast, severe eleva-
tions in LDL cholesterol can produce full-blown atheroscle-
rosis and premature CHD in the complete absence of other
risk factors.84
The view has been expressed that most patients with
diabetes do not have an elevated serum LDL cholesterol; if
not, a high LDL serum cholesterol would not be a common
risk factor in patients with diabetes. It is true that most
patients who have diabetes do not have marked elevations of
LDL cholesterol, but these patients nonetheless carry high
enough levels to support the development of atherosclero-
sis.85 A role for LDL in hyperglycemic patients became
apparent in recent clinical trials, eg, the Scandinavian Sim-
vastatin Survival Study (4S),86,87 the Cholesterol and Recur-
rent Events (CARE) trial,88,89 and the Long-Term Interven-
tion with Pravastatin in Ischemic Disease (LIPID).90 In all of
these trials, aggressive LDL-lowering therapy reduced recur-
rent CHD events in patients with diabetes.
Cigarette Smoking
Cigarette smoking is a leading risk factor for CVD. Patients
with diabetes who are smokers are doubly at risk. Unfortu-
nately, many patients continue to smoke despite having
diabetes; for these patients, the benefits that can be derived
from modifying other risk factors are mitigated.
Diabetic Nephropathy
Diabetic nephropathy can be divided into 4 phases: microal-
buminuria, macroalbuminuria, the nephrotic syndrome, and
chronic renal failure.45 Microalbuminuria (urine albumin 30
to 300 mg/d or ,300 mg/g creatinine) is the first clinical sign
of diabetic damage to the kidney.91,92 Not only is microalbu-
minuria a harbinger of progressive kidney damage, but its
presence also reflects a higher risk for CVD.92–95 Macroalbu-
minuria (urine albumin .300 mg/d or .300 mg/g creatinine)
usually denotes significant diabetic nephropathy and will be
followed by a decline in glomerular filtration rate (GFR). The
majority of patients with diabetes who have macroalbumin-
uria also have hypertension96,97; in these patients, control of
hypertension slows the decline in GFR.98–100 Some patients
with diabetes develop the nephrotic syndrome (urine protein
.3 g/d); diabetic dyslipidemia in such patients often is
compounded by nephrotic dyslipidemia, most notably by
higher cholesterol levels. The nephrotic syndrome usually
heralds progressive renal insufficiency; thereafter, ESRD
ensues and dialysis and/or transplantation become necessary
to sustain life.
Risk Assessment in the Diabetic Patient
Risk assessment must take into account the major risk factors
(cigarette smoking, elevated blood pressure, abnormal serum
lipids and lipoproteins, and hyperglycemia) and predisposing
risk factors (excess body weight and abdominal obesity,
physical inactivity, and family history of CVD). Identifica-
tion of risk factors is a major first step for developing a plan
for risk reduction in persons with diabetes. Specific steps in
the evaluation of the major risk factors in such persons are
presented in Table 1. These steps include a thorough medical
history, careful physical examination, and appropriate labo-
ratory measurements. Specialized testing may be particularly
useful, eg, 24-hour monitoring of ambulatory blood pressure
by automated techniques. Lipoprotein analysis should draw a
clear distinction between elevated LDL cholesterol concen-
trations and atherogenic dyslipidemia (or diabetic dyslipid-
emia) as manifested by elevated triglycerides and small LDL
and low HDL cholesterol levels. Even borderline-high-risk
LDL cholesterol levels (130 to 159 mg/dL) are of concern in
patients with diabetes and call for aggressive intervention.
TABLE 2. Evaluation of Predisposing Risk Factors in Diabetic Patients
Body weight and fat distribution
History: Assess history of body weight, age at onset of overweight, history of weight loss and weight gain; assess eating and exercise habits, social and
occupational factors affecting body weight, family support, history of body weights in family members in childhood and adulthood, attitudes and motivation for
weight control
Physical examination: Measure body weight (kg) and height (m); calculate body mass index (BMI) (kg/m2 ); categorize body weight (BMI 25 to
29.95overweight; .305obesity); measure waist circumference (abdominal obesity5.40 in [102 cm] in men or .36 in [88 cm] in women; borderline
abdominal obesity in men, 88 to 102 cm)
Physical activity
History: Assess past and current levels of physical activity; ascertain activity on the job, participation in sports, regular walking, jogging, or swimming. In
women, ask about activity in housework, child care; determine opportunities and available facilities for regular exercise
Physical examination: Assess level of cardiovascular fitness in cardiac rehabilitation facilities
Family history
History: Assess family history for CVD or sudden death. (Family history is positive if CVD or sudden death occurred in first-degree male relatives before age
55 years or first-degree female relatives before age 65 years.) Determine presence or absence of other risk factors—high cholesterol levels, cigarette
smoking, hypertension, diabetes—in first-degree relatives (biological parents, siblings, offspring). If possible, expand family tree to second-degree relatives
(grandparents, uncles, aunts). Create a simple family tree
Laboratory: Measure glucose and lipids (cholesterol, triglycerides, and HDL cholesterol) in first-degree relatives
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The quality of glycemic control can best be assessed by
periodic measurement of hemoglobin A1c. Furthermore,
because hyperglycemia per se confers increased risk for
CVD, the presence of other risk factors—smoking, hyperten-
sion, even borderline-high-risk LDL cholesterol, and athero-
genic dyslipidemia—signifies enhanced risk and signals the
need for more aggressive intervention on all risk factors.
Risk assessment in the diabetic patient is not complete until
predisposing risk factors—obesity, physical inactivity, and
family history of premature CVD—have been evaluated
(Table 2). Identification of predisposing risk factors will
provide insight into the causation of the major risk factors.
The finding of abdominal obesity, as evidenced by an
increased waist circumference, usually indicates the presence
of insulin resistance. A careful assessment of the status of the
predisposing risk factor sets the stage for therapeutic modi-
fication of life habits. A genetic basis for risk, as revealed by
a positive family history of CVD or diabetes, may point to the
need for pharmacological control of risk factors. Moreover, a
positive family history often uncovers family members who
also need risk-factor intervention.
Clinical Evaluation
Detection of Clinical and Subclinical CVD
Prospective studies101 document an increased likelihood of
sudden cardiac death and unrecognized myocardial infarc-
tions in patients with diabetes. Moreover, acute ischemic
syndromes, peripheral arterial disease, and advanced CVD
complications occur more commonly in patients with diabe-
tes than in those without.101 Because the typical cardiac
symptoms often are masked in patients with diabetes, the
diagnosis of myocardial infarction commonly is missed or
delayed. Effective strategies for earlier detection of clinical
TABLE 3. Detection of Clinical and Subclinical Cardiovascular Disease in the Diabetic Patient
Stress testing for coronary heart disease
Consult AHA guidelines for exercise treadmill testing
Special considerations for exercise testing in diabetic patients
Blood pressure and heart rate responses often blunted (due to elevated resting heart rate)
Painless ST-segment depression common in diabetic patients
Diagnostic specificity of ST-segment depression often reduced (due to previous silent myocardial infarction, conduction abnormalities, and increases in LV mass)
Exercise or pharmacological stress 201Tl (or 99Tc) perfusion scintigraphy favorable alternative for exercise testing in diabetic patients
Ambulatory ECG monitoring for silent ischemia: may be helpful in some diabetic patients, but not recommended routinely
Noninvasive evaluation of cardiac function
Echocardiography (with Doppler) and radionuclide ventriculography
Special considerations for diabetic patients
Diastolic dysfunction common in asymptomatic diabetic patients
Diastolic dysfunction often precedes systolic dysfunction
LV wall motion abnormalities: suggests diabetic cardiomyopathy
Evaluation of autonomic dysfunction
Bedside evaluation of autonomic dysfunction
Two or more of the following tests are abnormal
Resting heart rate (supine) 100 bpm
Excess diastolic blood pressure response to hand-grip exercise
Abnormal expiratory/inspiratory RR-interval ratio
Postural hypotension
Significance of autonomic dysfunction in diabetic patients
Carries poor prognosis (50% mortality in 5 years)
Sudden death common; consider electrophysiological study for syncope workup
Enhanced complications after elective surgical procedures
Increased danger with general anesthesia
Detection of subclinical cardiovascular disease
History: Assess carefully for claudication, angina, dyspnea on exertion, cerebrovascular disease
Physical exam: routine cardiovascular examination; assess for carotid and femoral artery bruits; evaluate peripheral artery pulses; ratio of ankle-to-brachial
artery systolic blood pressure (marker of subclinical peripheral vascular disease)
Laboratory: check for microalbuminuria (see Table 1)
ECG: LV hypertrophy strong predictor of CHD morbidity and mortality
Electron beam CT: coronary calcium score highly correlated with total coronary atherosclerosis burden (role in risk assessment currently under investigation)
Carotid ultrasound: detects subclinical carotid atherosclerosis (role in risk assessment currently under investigation)
LV indicates left ventricular.
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CVD could reduce morbidity and mortality in patients with
diabetes. In addition, detection of subclinical atherosclerosis
and early clinical manifestation of CVD could lead to more
effective primary prevention in some patients with diabetes.
Table 3 outlines a general approach to the detection of
clinical and subclinical CVD in the hyperglycemic patient.
Stress testing for myocardial ischemia and dysfunction
should be performed in accord with general American Col-
lege of Cardiology (ACC)/AHA guidelines102; Table 3 lists
further special considerations for exercise testing in patients
with diabetes. Noninvasive evaluation of cardiac function in
hyperglycemic patients suspected of having myocardial dys-
function may be a useful guide to cardiovascular management
in some of these patients. Many patients with diabetes suffer
from an autonomic dysfunction that impairs quality of life
and predisposes to life-threatening cardiovascular complica-
tions. Finally, the finding of subclinical CVD signals the need
for institution of more aggressive preventive measures.
Evaluation of Renal Status
Chronic renal failure is a major clinical outcome in patients
with diabetes. It is more likely to develop in type 1 diabetes
than in type 2 diabetes. However, the high prevalence of type
2 diabetes makes it a major cause of ESRD. The renal status
of patients with diabetes therefore must be appropriately
monitored so that effective intervention can be introduced
early in the course of renal disease. Table 4 outlines the steps
in evaluation. Testing for urine albumin and protein is the
first step. Microalbuminuria is indicative of early diabetic
nephropathy. In patients with type 1 diabetes, it is a harbinger
of ongoing renal damage; in type 2 diabetes, it signifies
enhanced risk for CVD. Macroalbuminuria and/or nephrotic-
range proteinuria predicts a decline in renal function. Patients
with macroalbuminuria should be referred to a nephrologist
who can rule out another kidney disease and who can help to
plan a strategy for preventing progression to ESRD. This
strategy should include aggressive management of hyperten-
sion to blood pressure levels of ,130/85 mm Hg. Although
the serum creatinine is not a sensitive indicator of the degree
of loss of GFR, a rising serum creatinine plotted as changes
in the reciprocal of serum creatinine versus time provides a
means of determining the rate of decline in renal function.
Direct measurement of GFR is the most reliable estimate of
the amount of residual kidney function but is more expensive
and technically demanding.
Cardiovascular Clinical Management
Medical (Noninvasive) Management of Diabetic
Patients With Clinical CVD
Compelling evidence, including data from recent clinical
trials, demonstrates that comprehensive medical intervention
in patients with established atherosclerotic CVD has the
TABLE 4. Evaluation of Renal Status
Urine albumin and protein
Yearly screen for microalbuminuria 7 years after onset of types 1 and 2 diabetes and in all hypertensive patients with diabetes; thereafter, test urine for
albumin yearly
Microalbuminuria: urine albumin 30 to 300 mg/d or 30 to 300 mg/g creatinine in the first morning urine specimen*
Rule out other kidney diseases that cause proteinuria
Detect increased urine albumin and protein
Macroalbuminuria: urine protein .300 mg/d (or .300 mg/g creatinine) in the first morning urine specimen*
Nephrotic syndrome: urine protein .3 g/d
If either present, further renal evaluation is necessary
Patients with microalbuminuria or proteinuria and those with high serum creatinine or the nephrotic syndrome should be evaluated by a nephrologist to detect
other causes of kidney disease and to develop a treatment strategy
Urinalysis
The presence of hematuria, pyuria, and a large number of casts (eg, red blood cell casts, white blood cell casts, or .2 granular casts per high-power field)
is often an indication that a nondiabetic disease is also affecting the kidney. Such patients should be evaluated by a nephrologist to develop a treatment
strategy if needed
Blood pressure evaluation
If hypertension is present, exclude secondary causes, including advancing renal insufficiency
Treatment with an ACE inhibitor may be preferred unless there is hyperkalemia or other complications
Blood urea nitrogen, serum creatinine, and glomerular filtration rate
The blood urea nitrogen is affected by both the degree of renal insufficiency and dietary protein and therefore is not a satisfactory estimate of renal function
The serum creatinine becomes high only after .50% of kidney function is lost and therefore is not useful for detecting early renal insufficiency. A rising
serum creatinine indicates progressive renal failure, and a plot of the reciprocal of serum creatinine vs time is useful for tracking the progressive decline in
renal function
The glomerular filtration rate is the most accurate estimate of the degree of renal dysfunction, but it generally requires administration of a radioisotope and
$4 hours of the patient’s time. The loss of glomerular filtration rate also provides the most accurate estimate of the rate of loss of kidney function
*Urine collections must be done when there is no complicating condition that can elevate protein excretion; this includes fever, heavy exercise, poor glucose control,
heart failure, and urinary tract infection. Also, certain drugs can depress albumin excretion; these include nonsteroidal anti-inflammatory drugs and ACE inhibitors.
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TABLE 5. Guide to Comprehensive Risk Reduction for Patients With Coronary and Other Vascular Disease Who Have Diabetes
Risk Intervention Recommendations
Smoking Strongly encourage patient and family to stop smoking
Goal: complete
cessation
Provide counseling, nicotine replacement, and formal cessation programs as appropriate
Blood pressure control Initiate lifestyle modification—weight control, physical activity, alcohol moderation, and moderate sodium restriction—in all
patients with blood pressure .135 mm Hg systolic or 85 mm Hg diastolic
Goal:
#135/85 mm Hg
Add blood pressure medication, individualized to other patient requirements and characteristics (ie, age, race, need for drugs
with specific benefits) if blood pressure is not ,140 mm Hg systolic or ,90 mm Hg diastolic in 3 months or if initial blood
pressure is .160 mm Hg systolic or .100 mm Hg diastolic
Lipid management Start AHA Step II Diet in all patients: #30% fat, ,7% saturated fat, ,200 mg/d cholesterol
Primary goal:
LDL#100 mg/dL
Secondary goals:
HDL.35 mg/dL;
TG,200 mg/dL Assess fasting lipid profile. Immediately start cholesterol-lowering drugs when baseline LDL.130 mg/dL
LDL,100 mg/dL LDL 100 to 129 mg/dL LDL$130 mg/dL HDL,35 mg/dL
No drug therapy Consider adding drug therapy to
diet, as follows
Add drug therapy to diet,
as follows
Emphasize weight
management and
physical activity
Advise smoking
cessation
n Suggested drug therapy ,
TG,200 mg/dL TG 200 to 400 mg/dL TG.400 mg/dL
Statin
Resin
Statin
Fibrate
Consider combined
drug therapy
(statin1fibrate)
Glucose control First-step therapy: weight reduction and exercise
Goal: near normal
fasting glucose Second-step therapy: oral hypoglycemic agents (sulfonylureas and/or metformin; ancillary: acarbose, glitazone)
Goal: HbA1c#1%
above normal
Third-step therapy: insulin therapy
Physical activity: Assess risk, preferably with exercise test, to guide prescription
Goal: minimum goal
30 minutes 3 to 4
times per week
Encourage minimum of 30 to 60 minutes of moderate-intensity activity 3 or 4 times weekly (walking, jogging, cycling, or other
aerobic activity) supplemented by an increase in daily lifestyle activities (eg, walking breaks at work, using stairs, gardening,
household work)
Maximum benefit 5 to 6 hours a week
Advise medically supervised programs for moderate- to high-risk patients
Weight management Start intensive dietary therapy and appropriate physical activity, as outlined above, in patients whose BMI is $25 kg/m2
Particularly emphasize need for weight loss in patients with hypertension, elevated triglycerides, or elevated glucose levels
Antiplatelet agents/
anticoagulants
Start aspirin 80 to 325 mg/d if not contraindicated
Manage warfarin to international normalized ratio 2 to 3.5 for post-MI patients not able to take aspirin
ACE inhibitors in
post-MI patients
Start early post-MI in stable high-risk patients (anterior MI, previous MI, Killip class II [S3 gallop, rales, radiographic congestive heart failure])
Continue indefinitely for all with LV dysfunction (ejection fraction #40%) or symptoms of failure
Use as needed to manage blood pressure or symptoms in all other patients
b-Blockers Start in high-risk post-MI patients (arrhythmia, LV dysfunction, inducible ischemia) at 5 to 28 days. Continue 6 months minimum.
Observe usual contraindications. Appropriate use of b-blockers not contraindicated in patients with diabetes
Use as needed to manage angina, rhythm, or blood pressure in all other patients
Estrogen Observational studies (but not clinical trials) suggest benefit. Limited data in diabetic women
Individualize recommendation consistent with other health risks
TG indicates triglycerides; MI, myocardial infarction; and LV, left ventricular.
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following benefits: it extends overall survival; improves
quality of life; decreases the need for intervention procedures,
such as angioplasty and coronary artery bypass graft surgery;
and reduces the incidence of subsequent myocardial infarc-
tion.103 In many patients with CHD, aggressive risk reduction
with medical therapy will delay or eliminate the need for
revascularization procedures. Treatment of risk factors in
patients with established CHD or other clinical atheroscle-
rotic disease has been called secondary prevention. Although
the number of patients with diabetes included in clinical trials
has been limited, the available results suggest that these
patients respond to secondary prevention interventions at
least as well as those without diabetes.86–90 Consequently, the
general guidelines for noninvasive, medical management in
secondary prevention can be applied when patients with
diabetes have clinical atherosclerotic CVD. Table 5 summa-
rizes the AHA/ACC guide103 to comprehensive risk reduction
in patients with clinical coronary and other vascular disease,
as modified for CVD patients with diabetes.
A few general comments can be made about application of
these guidelines to patients with diabetes. Because cigarette
smoking remains a powerful risk factor in patients with
diabetes, a major effort must be made to overcome the
smoking habit. The AHA has recently published practical
guidelines for assisting patients in smoking cessation.104 For
lipid management, the primary goal of therapy is to reduce
LDL-cholesterol levels to #100 mg/dL.103 This goal should
be achieved by addition of drug therapy (when necessary) to
maximal dietary therapy. Statins are first-line therapy to
achieve an LDL cholesterol of #100 mg/dL. When triglyc-
erides remain .200 mg/dL in patients receiving statin ther-
apy, consideration should be given to adding a fibrate to
achieve the secondary goal of lipid management, ie, a
triglyceride ,200 mg/dL. Although nicotinic acid effectively
lowers triglycerides and raises HDL levels in patients with
type 2 diabetes, its tendency to worsen hyperglycemia causes
it to be relatively contraindicated. The goal of blood pressure
control is to reduce blood pressure to ,135/85 mm Hg in
hypertensive patients105; this goal often will require antihy-
pertensive drug therapy.
Treatment of hyperglycemia is stepwise and typically
dependent on duration of disease. To prevent microangiopa-
thy, neuropathy, and perhaps macrovascular disease, a pru-
dent therapeutic goal is to reduce the glycohemoglobin to
#1% above the upper limit of normal.39,106 Weight loss and
increased exercise are first-line therapy for reducing hyper-
glycemia. If hyperglycemia persists, a sulfonylurea or met-
formin can be used next. The recent UK Prospective Diabetes
Study39 revealed the safety and efficacy of sulfonylureas in
control of hyperglycemia in diabetic patients. Metformin also
proved efficacious, although an apparent increase in death
rates on the combination of metformin and sulfonylureas calls
for more study on the safety of this combination.107
Another promising group of agents for treatment of type 2
diabetes includes the thiazolidenediones. These agents lower
glucose levels by reducing insulin resistance. The first drug in
this class to be approved for clinical use was troglitazone.
This agent is approved for use in combination with insulin
therapy to improve glycemic control. Unfortunately, troglita-
zone produces rare but severe liver toxicity108–110; the possi-
bility of this adverse reaction requires close monitoring of
patients. Nonetheless, despite its potential hepatotoxicity,
troglitazone is currently being widely used to treat hypergly-
cemia. New drugs of the same class, rosiglitazone and
pioglitazone, may have less potential hepatotoxicity. A dif-
ferent type of drug available for glucose control is acarbose;
this agent partially blocks glucose absorption. In patients who
fail to achieve glucose control and near-normal hemoglobin
A1c levels by changes in life habits and oral hypoglycemic
agents, insulin should be initiated.
Other risk-reduction strategies in patients with diabetes
deserve attention equal to that given glucose control. Patients
with type 2 diabetes should increase physical activity and
eliminate excess body weight; both may be facilitated with
the help of professional guidance. Antiplatelet agents have
become almost routine in patients with atherosclerotic CVD,
and their use can be extended to patients with diabetes who
have established atherosclerotic disease. b-Blockers reduce
cardiovascular mortality after myocardial infarction. They
may be particularly effective in patients with diabetes, who
are at risk for symptomatic ischemic episodes secondary to
increased sympathetic activity.111 b-Blockers are often men-
tioned as being contraindicated for patients with diabetes
because of their blocking of hypoglycemic symptoms in the
presence of a hypoglycemic regimen. Clinicians should be
aware of this potential danger, although this side effect need
not preclude use of b-blockers when CHD patients have
diabetes. Angiotensin-converting enzyme (ACE) inhibitors
are widely prescribed in the post–myocardial infarction pe-
riod to favorably influence myocardial remodeling and fibro-
sis, and they should be continued indefinitely in all patients
with reduced left ventricular ejection fraction or symptoms of
heart failure. Unfortunately, limited data are available on use
of estrogen replacement therapy in postmenopausal women
with diabetes; a recent clinical trial calls into question its
putative benefit in postmenopausal, nondiabetic women with
established CHD.112
TABLE 6. Management of Diabetic Nephropathy
Control of hyperglycemia
Slows progression of proteinuria and nephropathy
Treatment of hypertension
Blood pressure reduction slows progression of nephropathy
Maintain blood pressure at ,130/85 mm Hg
ACE inhibitors preferred antihypertensive agent
ACE inhibitors
Probably slow progression of nephropathy even in normotensive patients
Carry danger of hyperkalemia (in patients with type 4 renal tubular
acidosis or hyporenin/hypoaldosteronism)
Sodium restriction
Reduces blood pressure (which slows progression of nephropathy)
Dietary protein restriction
Slows progression of nephropathy
Adjust diet to 0.8 g protein z kg21 z d21 (add 1 g dietary protein for each
1 g proteinuria .5 g/d)
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TABLE 7. Guide to Primary Prevention of Cardiovascular Diseases in Patients With Diabetes
Risk Intervention Recommendations
Smoking Ask about smoking status as part of routine evaluation. Reinforce nonsmoking status
Goal: complete
cessation
Strongly encourage patient and family to stop smoking
Provide counseling, nicotine replacement, and formal cessation programs as appropriate
Blood pressure control Measure blood pressure at each visit. Consider home blood pressure monitoring
Goal:
,130/85 mm Hg
Promote lifestyle modification: weight control, physical activity, moderation in alcohol,
moderate sodium restriction
Consider blood pressure medication: If blood pressure $140/90 mm Hg after 3 months of life habit modification or if initial
blood pressure .160/100 mm Hg: individualize therapy to patient’s other requirements and characteristics
Cholesterol management Ask about dietary habits as part of routine evaluation
Primary goal:
LDL ,130 mg/dL
Measure total and HDL cholesterol and TG; estimate LDL
(Some authorities
recommend LDL #100
mg/dL for diabetic
patients with multiple
risk factors)
Rule out secondary
causes of high LDL
(liver function tests,
thyroid function tests,
urinalysis)
Secondary goals: HDL
.35 mg/dL; TG ,200
mg/dL
Start AHA Step II Diet (#30% fat, ,7% saturated
fat, ,200 mg/dL cholesterol) and weight control
Consider adding drug therapy to diet therapy for
LDL levels .130 mg/dL
Risk factors to consider for more aggressive LDL-lowering
therapy, ie, LDL goal #100 mg/dL: age (men $45 y,
women$55 y or postmenopausal), hypertension, diabetes,
smoking, HDL ,35 mg/dL, family history of CHD in
first-degree relatives (in male relatives ,55 y, female
relatives ,65 y)
Suggested drug therapy for LDL levels .130 mg/dL (drug
selection priority modified according to TG level)
TG,200 mg/dL TG 200–400 mg/dL TG.400 mg/dL HDL,35 mg/dL: Emphasize weight
Statin
Resin
Statin
6Fibrate
Consider combined
drug therapy
(statin1fibrate)
management and physical activity,
avoidance of cigarette smoking
If LDL goal not achieved, consider combination drug therapy
Glucose control First-step therapy: weight reduction and exercise
Near normal fasting
glucose
Second-step therapy: oral hypoglycemic agents (sulfonylureas and/or metformin; ancillary: acarbose, glitazone)
HbA1c#1% above
normal
Third-step therapy: insulin therapy
Antiplatelet agents Some authorities recommend aspirin 80 to 325 mg/d if not contraindicated for primary prevention in high-risk diabetic patients
Physical activity Ask about physical activity status and exercise habits as part of routine evaluation
Goal: Increase
amount; exercise
Encourage 30 minutes of moderate-intensity exercise 3 to 4 times per week as well as increased physical activity in daily life
habits for persons who are inactive
regularly 3–4 times Encourage regular exercise to improve conditioning and optimize fitness level
per week for 30 Advise medically supervised programs for those with low functional capacity and/or comorbidities
minutes Promote environmental factors conducive to health (ie, golf courses that permit walking)
Weight management Measure patient’s weight and height, BMI, and waist circumference at each visit as part of routine evaluation
Goal: Achieve and
maintain desirable
BMI and waist
circumference
Desirable BMI range: 21 to 25 kg/m2. Desirable waist circumference for men ,102 cm and women ,88 cm.
Start weight management and physical activity as appropriate.
Estrogens Consider estrogen replacement therapy in postmenopausal women, especially those with multiple CHD risk factors, such as
elevated LDL; efficacy for CVD risk reduction in diabetic women not proved
Individualize estrogen replacement therapy recommendation consistent with other health risks
TG indicates triglycerides; BMI, body mass index.
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Management of Diabetic Nephropathy
More than one strategy has been shown to slow the progres-
sion of nephropathy in patients with diabetes. A general
approach is outlined in Table 6. Specific interventions include
control of hyperglycemia, treatment of hypertension (partic-
ularly by use of ACE inhibitors), sodium restriction, and
dietary protein restriction. Treatment of hypertension with
ACE inhibitors can retard the progression of diabetic ne-
phropathy. ACE inhibitors in fact may have favorable effects
on nephropathy even in the absence of hypertension, although
it is uncertain whether normotensive patients should use them
clinically for this purpose.
Invasive Management of Coronary Artery Disease
Recent studies113–116 indicate that coronary angioplasty is less
efficacious for patients with diabetes than for those without;
these reports further reveal that coronary artery bypass surgery is
the preferred therapy in patients with diabetes when invasive
management is required. Most of the benefit from coronary
bypass grafting seems to result from use of the internal mam-
mary artery. Thus, at present, the preferred invasive approach for
coronary revascularization in patients with diabetes is use of
internal mammary arteries with bypass grafting. Extensive data
are not yet available with use of coronary stents in patients with
diabetes, but regardless, bypass grafting seems to be preferred.
Primary Prevention
Type 2 diabetes can be viewed as the end product of years of
metabolic stress accompanying a state of insulin resistance. It
seems that in patients with insulin resistance, the “clock starts
ticking” for acceleration of atherogenesis long before the
onset of hyperglycemia.11 Thus, early detection of the risk
factors associated with the metabolic syndrome is needed for
institution of appropriate primary prevention measures in
patients at risk for diabetes. Clinical evidence of insulin
resistance includes abdominal obesity (or borderline abdom-
inal obesity), high-normal blood pressure (or mild hyperten-
sion), high-normal triglycerides (150 to 250 mg/dL), reduced
HDL cholesterol (,40 mg/dL in men; ,50 mg/dL in wom-
en), borderline high-risk LDL cholesterol (130 to 159
mg/dL), and in some patients, IFG (110 to 126 mg/dL). The
detection of IFG seems particularly significant; it usually
signifies long-standing insulin resistance and is a strong risk
factor for type 2 diabetes. The AHA has recently published a
guide to primary prevention of CVD.117 This guide integrates
well with efforts for early detection of the metabolic syn-
drome, and it recommends interventions to reduce the risk for
CVD for patients without established CVD. If these guide-
lines are followed, they probably would delay the onset of
type 2 diabetes as well as reducing risk for CVD. The
American Diabetes Association likewise has recently updated
its recommendations for management and risk reduction in
patients with diabetes.118
Primary Prevention of CVD in Diabetic Patients
The guide outlined for primary prevention of CVD is ex-
panded to include diabetic patients in Table 7. Goals for
smoking cessation, blood pressure control, physical activity,
and weight management are the same as for nondiabetic
patients. However, more aggressive management of choles-
terol and other lipids is indicated for diabetic patients, as
discussed by the recent American Diabetes Association re-
ports.118–120 Treatment of hyperglycemia should follow the
same regimen as discussed under secondary prevention.
Implications for Treatment of Patients With
Type I Diabetes
The predominant risk factor for CHD in patients with type 1
diabetes is duration of disease. Nonetheless, smoking, hyper-
tension, renal disease (macroalbuminuria and renal insuffi-
ciency), and dyslipidemia remain important. Effective treat-
ment of hyperglycemia reduces microvascular complications
of type 1 diabetes.106 It also may reduce risk for macrovas-
cular disease.106 Modification of other CVD risk factors
almost certainly will reduce risk. This would include not only
tobacco avoidance but also maintenance of blood pressures
,130/85 mm Hg, screening for microalbuminuria, and reduc-
ing triglycerides to at least ,200 mg/dL and perhaps lower.
The optimal LDL-cholesterol level in patients with diabetes is
#100 mg/dL; however, use of cholesterol-lowering drugs to
achieve this goal in younger patients with type 1 diabetes may
not be appropriate. Aspirin also can be administered in
patients who have long-standing type 1 diabetes and in whom
goals for glycohemoglobin are not achieved.
References
1. Gerick JE. The genetic basis of type 2 diabetes mellitus: impaired insulin
secretion versus impaired insulin sensitivity. Endocr Rev. 1998;19:
491–503.
2. Chisholm DJ, Campbell LV, Kraegen EW. Pathogenesis of the insulin
resistance syndrome (syndrome X). Clin Exp Pharmacol Physiol. 1997;
24:782–784.
3. Muller DC, Elahi D, Tobin JD, Andres R. The effect of age on insulin
resistance and secretion: a review. Semin Nephrol. 1996;16:289–298.
4. Dechenes CJ, Verchere CB, Andrikopoulos S, Kahn SE. Human aging
is associated with parallel reductions in insulin and amylin release. Am J
Physiol. 1998;275:E785–E791.
5. Pimenta W, Korytkowski M, Mitrakou A, Jenssen T, Yki-Jarvinen H,
Evron W, Dailey G, Gerich J. Pancreatic beta-cell dysfunction as the
primary genetic lesion in NIDDM: evidence from studies in normal
glucose-tolerant individuals with a first-degree NIDDM relative. JAMA.
1995;273:1855–1861.
6. Humphriss DB, Stewart MW, Berrish TS, Barriocanal LA, Trajano LR,
Ashworth LA, Brown MD, Miller M, Avery PJ, Alberti KG, Walker M.
Multiple metabolic abnormalities in normal glucose tolerant relatives of
NIDDM families. Diabetologia. 1997;40:1185–1190.
7. Hopkins PN, Hunt SC, Wu LL, Williams GH, Williams RR. Hyper-
tension, dyslipidemia, and insulin resistance: links in a chain or spokes
on a wheel? Curr Opin Lipidol. 1996;7:241–253.
8. Gray RS, Fabsitz RR, Cowan LD, Lee ET, Howard BV, Savage PJ. Risk
factor clustering in the insulin resistance syndrome: the Strong Heart
Study. Am J Epidemiol. 1998;148:869–878.
9. The Expert Committee on the Diagnosis and Classification of Diabetes
Mellitus. Report of the Expert Committee on the Diagnosis and Classi-
fication of Diabetes Mellitus. Diabetes Care. 1997;20:1183–1202.
10. Stern MP. Impaired glucose tolerance: risk factor or diagnostic category.
In: LeRoith D, Taylor SI, Olefsky JM, eds. Diabetes Mellitus: A Fun-
damental and Clinical Text. Philadelphia, Pa: Lippincott-Raven Pub-
lishers; 1996:467–474.
11. Haffner SM, Stern MP, Hazuda HP, Mitchell BD, Patterson JK. Car-
diovascular risk factors in confirmed prediabetic individuals: does the
clock for coronary heart disease start ticking before the onset of clinical
diabetes? JAMA. 1990;263:2893–2898.
12. Unger RH, Foster DW. Diabetes mellitus. In: Wilson JD, Foster DW,
Kronenberg HM, Larsen PR, eds. Williams Textbook of Endocrinology.
Philadelphia, Pa: WB Saunders Co; 1998:973–1059.
Grundy et al Diabetes and Cardiovascular Care 1143
 by guest on M
arch 28, 2018
http://circ.ahajournals.org/
D
ow
nloaded from
 
13. Lloyd CE, Kuller LH, Ellis D, Becker DJ, Wing RR, Orchard TJ.
Coronary artery disease in IDDM: gender differences in risk factors but
not risk. Arterioscler Thromb Vasc Biol. 1996;16:720–726.
14. Diabetes Statistics. National Diabetes Information Clearinghouse.
Bethesda, Md: National Institute of Diabetes and Digestive and Kidney
Diseases, NIH publication 99-3926. 1999.
15. Clinical Guidelines on the Identification, Evaluation, and Treatment of
Overweight and Obesity in Adults: the Evidence Report. Bethesda, Md:
National Institutes of Health, National Heart, Lung, and Blood Institute;
1998.
16. US Department of Health and Human Services. Physical Activity and
Health: A Report of the Surgeon General. Atlanta, Ga: US Department
of Health and Human Services; Centers for Disease Control and Pre-
vention; National Center for Chronic Disease Prevention and Health
Promotion; 1996.
17. Carter JS, Pugh JA, Monterrosa A. Non-insulin-dependent diabetes
mellitus in minorities in the United States. Ann Intern Med. 1996;125:
221–232.
18. Lindeman RD, Romero LJ, Hundley R, Allen AS, Liang HC,
Baumgartner RN, Koehler KM, Schade DS, Garry PJ. Prevalences of
type 2 diabetes, the insulin resistance syndrome, and coronary heart
disease in an elderly, biethnic population. Diabetes Care. 1998;21:
959–966.
19. Cappuccio FP, Cook DG, Atkinson RW, Strazzullo P. Prevalence,
detection, and management of cardiovascular risk factors in different
ethnic groups in south London. Heart. 1997;78:555–563.
20. Prevalence of diagnosed diabetes among American Indians/Alaskan
Natives—United States, 1996. MMWR Morb Mortal Wkly Rep. 1998;
47:901–904.
21. Wilson PW, D’Agostino RB, Levy D, Belanger AM, Silbershatz H,
Kannel WB. Prediction of coronary heart disease using risk factor
categories. Circulation. 1998;97:1837–1847.
22. Wilson PW. Diabetes mellitus and coronary heart disease. Am J Kidney
Dis. 1998;32:S89–S100.
23. McGill HC Jr, McMahan CA. Determinants of atherosclerosis in the
young: Pathobiological Determinants of Atherosclerosis in Youth
(PDAY) Research Group. Am J Cardiol. 1998;82:30T–36T.
24. Brezinka V, Padmos I. Coronary heart disease risk factors in women.
Eur Heart J. 1994;15:1571–1584.
25. Geiss LS, Herman WH, Smith PJ, National Diabetes Data Group.
Diabetes in America. Bethesda, Md: National Institutes of Health,
National Institute of Diabetes and Digestive and Kidney Diseases; 1995:
233–257.
26. Stone PH, Muller JE, Hartwell T, York BJ, Rutherford JD, Parker CB,
Turi ZG, Strauss HW, Willerson JT, Robertson T, et al, the MILIS Study
Group. The effect of diabetes mellitus on prognosis and serial left
ventricular function after acute myocardial infarction: contribution of
both coronary disease and diastolic left ventricular dysfunction to the
adverse prognosis. J Am Coll Cardiol. 1989;14:49–57.
27. Singer DE, Moulton AW, Nathan DM. Diabetic myocardial infarction:
interaction of diabetes with other preinfarction risk factors. Diabetes.
1989;38:350–357.
28. Smith JW, Marcus FI, Serokman R. Prognosis of patients with diabetes
mellitus after acute myocardial infarction. Am J Cardiol. 1984;54:
718–721.
29. Wingard DL, Barrett-Connor EL, Scheidt-Nave C, McPhillips JB. Prev-
alence of cardiovascular and renal complications in older adults with
normal or impaired glucose tolerance or NIDDM: a population-based
study. Diabetes Care. 1993;16:1022–1025.
30. Rubler S, Dlugash J, Yuceoglu YZ, Kumral T, Branwood AW,
Grishman A. New type of cardiomyopathy associated with diabetic
glomerulosclerosis. Am J Cardiol. 1972;30:595–602.
31. Regan TJ, Lyons MM, Ahmed SS, Levinson GE, Oldewurtel HA,
Ahmad MR, Haider B. Evidence of cardiomyopathy in familial diabetes
mellitus. J Clin Invest. 1977;60:884–899.
32. Regan TJ. Congestive heart failure in the diabetic. Annu Rev Med.
1983;34:161–168.
33. Ettinger PO, Regan TJ. Cardiac disease in diabetes. Postgrad Med.
1989;85:229–232.
34. van Hoeven KH, Factor SM. A comparison of the pathological spectrum
of hypertensive, diabetic, and hypertensive-diabetic heart disease. Cir-
culation. 1990;82:848–855.
35. Gotzsche O, Darwish A, Gotzsche L, Hansen LP, Sorensen KE.
Incipient cardiomyopathy in young insulin-dependent diabetic patients:
a seven-year prospective Doppler echocardiographic study. Diabet Med.
1996;13:834–840.
36. Spector KS. Diabetic cardiomyopathy. Clin Cardiol. 1998;21:885–887.
37. Mahgoub MA, Abd-Elfattah AS. Diabetes mellitus and cardiac function.
Mol Cell Biochem. 1998;180:59–64.
38. Klimt CR, Knatterud GI, Meinert CL, Prout TE, University Group
Diabetes Program. A study of the effects of hypoglycemic agents on
vascular complications in patients with adult-onset diabetes, II: mortality
results. Diabetes. 1970;19(suppl):789–830.
39. UK Prospective Diabetes Study (UKPDS) Group. Intensive blood-
glucose control with sulphonylureas or insulin compared with conven-
tional treatment and risk of complications in patients with type 2
diabetes (UKPDS 33). Lancet. 1998;352:837–853.
40. Stamler J, Vaccaro O, Neaton JD, Wentworth D. Diabetes, other risk
factors, and 12-year cardiovascular mortality for men screened in the
Multiple Risk Factor Intervention Trial (MRFIT). Diabetes Care. 1993;
16:434–444.
41. Bell DSH. Stroke in the diabetic patient. Diabetes Care. 1994;17:
213–219.
42. Folsom AR, Eckfeldt JH, Weitzman S, Ma J, Chambless LE, Barnes
RW, Cram KB, Hutchinson RG, Atherosclerosis Risk in Communities
Study Investigators. Relation of carotid artery wall thickness in diabetes
mellitus, fasting glucose and insulin, body size, and physical activity.
Stroke. 1994;25:66–73.
43. O’Leary DH, Polak JF, Kronmal RA, Kittner SJ, Bond MG, Wolfson SK
Jr, Bommer W, Price TR, Gardin JM, Savage PJ. Distribution and
correlates of sonographically detected carotid artery disease in the Car-
diovascular Health Study. Stroke. 1992;23:1752–1760.
44. Kuller LH, National Diabetes Data Group. Stroke and diabetes. In:
Diabetes in America. Bethesda, Md: National Institutes of Health,
National Institute of Diabetes and Digestive and Kidney Diseases; 1995:
449–456.
45. Nelson RG, Knowler WC, Pettitt JD, Bennett PH, National Diabetes
Data Group. Kidney diseases in diabetes. In: Diabetes in America.
Bethesda, Md: National Institutes of Health, National Institute of
Diabetes and Digestive and Kidney Diseases; 1995:349–400.
46. Mogensen CE, Christensen CK, Vittinghus E. The stages of diabetic
renal disease: with emphasis on the stage of incipient diabetic nephrop-
athy. Diabetes. 1983;32:64–78.
47. US Renal Data System. USRDS 1994 Annual Data Report. Bethesda,
Md: National Institutes of Health, National Institute of Diabetes and
Digestive and Kidney Diseases; 1994.
48. Cowie CC, Port FK, Wolfe RA, Savage PJ, Moll PP, Hawthorne VM.
Disparities in incidence of diabetic end-stage renal disease according to
race and types of diabetes. N Engl J Med. 1989;321:1074–1079.
49. Rostand SG, Kirk KA, Rutsky EA, Pate BA. Racial differences in the
incidence of treatment for end-stage renal disease. N Engl J Med.
1982;306:1276–1279.
50. Stephens GW, Gillaspy JA, Clyne D, Mejia A, Pollak VE. Racial
differences in the incidence of end-stage renal disease in types I and II
diabetes mellitus. Am J Kidney Dis. 1990;15:562–567.
51. Lopes AA, Port FK, James SA, Agodoa L. The excess risk of treated
end-stage renal disease in blacks in the United States. J Am Soc Nephrol.
1993;3:1961–1971.
52. Nelson RG, Pettitt DJ, Carraher MJ, Baird HR, Knowler WC. Effect of
proteinuria on mortality in NIDDM. Diabetes. 1988;37:1499–1504.
53. McMillan MA, Briggs JD, Junor BJ. Outcome of renal replacement
treatment in patients with diabetes mellitus. BMJ. 1990;301:540–544.
54. Hirschl MM, Heinz G, Sunder-Plassmann G, Derfler K. Renal
replacement therapy in type 2 diabetic patients: 10 years’ experience.
Am J Kidney Dis. 1992;20:564–568.
55. Rischen-Vos J, van der Woude FJ, Tegzess AM, Zwinderman AH,
Gooszen HC, van den Akker PJ, van Es LA. Increased morbidity and
mortality in patients with diabetes mellitus after kidney transplantation
as compared with non-diabetic patients. Nephrol Dial Transplant. 1992;
7:433–437.
56. ADA Consensus Panel. Role of cardiovascular risk factors in prevention
and treatment of macrovascular disease in diabetes: American Diabetes
Association. Diabetes Care. 1989;12:573–579.
57. Brownlee M, Cerami A, Vlassara H. Advanced glycosylation end prod-
ucts in tissue and the biochemical basis of diabetic complications.
N Engl J Med. 1988;318:1315–1321.
58. Hammes H-P, Brownlee M. Advanced glycation end products and
pathogenesis of diabetic complications. In: LeRoith D, Taylor SI,
1144 Circulation September 7, 1999
 by guest on M
arch 28, 2018
http://circ.ahajournals.org/
D
ow
nloaded from
 
Olefsky JM, eds. Diabetes Mellitus: A Fundamental and Clinical Text.
Philadelphia, Pa: Lippincott-Raven Publishers: 1996:810–815.
59. Nadler JL, Winer L. Free radicals, nitric oxide, and diabetic compli-
cations. In: LeRoith D, Taylor SI, Olefsky JM, eds. Diabetes Mellitus:
A Fundamental and Clinical Text. Philadelphia, Pa: Lippincott-Raven
Publishers; 1996:840–847.
60. Reaven GM. Insulin resistance and its consequences: non-insulin-
dependent diabetes mellitus and coronary heart disease. In: LeRoith D,
Taylor SI, Olefsky JM, eds. Diabetes Mellitus: A Fundamental and
Clinical Text. Philadelphia, Pa: Lippincott-Raven Publishers; 1996:
509–519.
61. Warram JH, Martin BC, Krolewski AS, Soeldner JS, Kahn CR. Slow
glucose removal rate and hyperinsulinemia precede the development of
type II diabetes in the offspring of diabetic parents. Ann Intern Med.
1990;113:909–915.
62. Bogardus C, Lillioja S, Mott D, Reaven GR, Kashiwagi A, Foley JE.
Relationship between obesity and maximal insulin-stimulated glucose
uptake in vivo and in vitro in Pima Indians. J Clin Invest. 1984;73:
800–805.
63. Perseghin G, Price TB, Petersen KF, Roden M, Cline GW, Gerow K,
Rothman DL, Shulman GI. Increased glucose transport-phosphorylation
and muscle glycogen synthesis after exercise training in insulin-resistant
subjects. N Engl J Med. 1996;335:1357–1362.
64. Rowe JW, Minaker KL, Pallota JA, Flier JS. Characterization of the
insulin resistance of aging. J Clin Invest. 1983;71:1581–1587.
65. Abate N, Garg A, Peshock RM, Stray-Gundersen J, Grundy SM. Rela-
tionship of generalized and regional adiposity to insulin sensitivity in
men. J Clin Invest. 1995;96:88–98.
66. Austin MA, King M-C, Vranizan KM, Krauss RM. Atherogenic
lipoprotein phenotype: a proposed genetic marker for coronary heart
disease risk. Circulation. 1990;82:495–506.
67. Austin MA, Breslow JL, Hennekens CH, Buring JE, Willett KC, Krauss
RM. Low-density lipoprotein subclass patterns and risk of myocardial
infarction. JAMA. 1988;260:1917–1921.
68. Grundy SM. Small LDL, atherogenic dyslipidemia, and the metabolic
syndrome. Circulation. 1997;95:1–4.
69. Austin MA, Edwards KL. Small, dense low density lipoproteins, the
insulin resistance syndrome and noninsulin-dependent diabetes. Curr
Opin Lipidol. 1996;7:167–171.
70. Grundy SM. Hypertriglyceridemia, atherogenic dyslipidemia, and the
metabolic syndrome. Am J Cardiol. 1998;81:18B–25B.
71. Mostaza JM, Vega GL, Snell P, Grundy SM. Abnormal metabolism of
free fatty acids in hypertriglyceridaemic men: apparent insulin resistance
of adipose tissue. J Intern Med. 1998;243:265–274.
72. Lamarche B, Tchernof A, Moorjani S, Cantin B, Dagenais GR, Lupien
PJ, Despres JP. Small, dense low-density lipoprotein particles as a
predictor of the risk of ischemic heart disease in men: prospective results
from the Quebec Cardiovascular Study. Circulation. 1997;95:69–75.
73. Nelson RG, Pettitt DJ, Baird HR, Charles MA, Liu QZ, Bennett PH,
Knowler WC. Pre-diabetic blood pressure predicts urinary albumin
excretion after the onset of type 2 (non-insulin-dependent) diabetes
mellitus in Pima Indians. Diabetologia. 1993;36:998–1001.
74. Edelson GW, Sowers JR. Insulin resistance in hypertension: a focused
review. Am J Med Sci. 1993;306:345–347.
75. Sowers JR. Insulin resistance and hypertension. Mol Cell Endocrinol.
1990;74:C87–C89.
76. Reaven GM, Lithell H, Landsberg L. Hypertension and associated met-
abolic abnormalities: the role of insulin resistance and the sympatho-
adrenal system. N Engl J Med. 1996;334:374–381.
77. Haffner SM. Impaired glucose tolerance, insulin resistance, and cardio-
vascular disease. Diabet Med. 1997;14:S12–S18.
78. Laakso M, Lehto S. Epidemiology of risk factors for cardiovascular
disease in diabetes and impaired glucose tolerance. Atherosclerosis.
1998;137:S65–S73.
79. Imperatore G, Riccardi G, Iovine C, Rivellese AA, Vaccaro O. Plasma
fibrinogen: a new factor of the metabolic syndrome: a population-based
study. Diabetes Care. 1998;21:649–654.
80. Byberg L, Siegbahn A, Berglund L, McKeigue P, Reneland R, Lithell H.
Plasminogen activator inhibitor-1 activity is independently related to
both insulin sensitivity and serum triglycerides in 70-year-old men.
Arterioscler Thromb Vasc Biol. 1998;18:258–264.
81. Trovati M, Anfossi G. Insulin, insulin resistance and platelet function:
similarities with insulin effects on cultured vascular smooth muscle
cells. Diabetologia. 1998;41:609–622.
82. Expert Panel on Detection, Evaluation, and Treatment of High Blood
Cholesterol in Adults, National Cholesterol Education Program. Second
report of the Expert Panel on Detection, Evaluation, and Treatment of
High Blood Cholesterol (Adult Treatment Panel II). Circulation. 1994;
89:1333–1445.
83. Grundy SM, Wilhelmsen L, Rose G, Campbell RWF, Assman G. Cor-
onary heart disease in high-risk populations: lessons from Finland. Eur
Heart J. 1990;11:462- 471.
84. Goldstein JL, Hobbs HH, Brown MS. Familial hypercholesterolemia. In:
Scriver CR, Beaudet AL, Sly WS, Valle D, eds. The Metabolic and
Molecular Bases of Inherited Diseases. New York, NY: McGraw Hill;
1985:1981–2030.
85. National Center for Health Statistics. Plan and operation of the second
national health interview survey 1976–1980. In: Vital and Health Sta-
tistics. Washington, DC: US Government Printing Office; Ser. 1, No. 15,
DHHS Publication 81-1317, 1981.
86. Scandinavian Simvastatin Survival Study Group. Randomised trial of
cholesterol lowering in 4444 patients with coronary heart disease: the
Scandinavian Simvastatin Survival Study (4S). Lancet. 1994;344:
1383–1389.
87. Pyorala K, Pedersen TR, Kjekshus J, Faergeman O, Olsson AG, Thor-
geirsson G. Cholesterol lowering with simvastatin improves prognosis
of diabetic patients with coronary heart disease: a subgroup analysis of
the Scandinavian Simvastatin Survival Study (4S). Diabetes Care. 1997;
20:614–620.
88. Sacks FM, Pfeffer MA, Moye LA, Rouleau JL, Rutherford JD, Cole TG,
Brown L, Warnica JW, Arnold JM, Wun CC, Davis BR, Braunwald E,
Cholesterol and Recurrent Events Trial investigators. The effect of
pravastatin on coronary events after myocardial infarction in patients
with average cholesterol levels. N Engl J Med. 1996;335:1001–1009.
89. Goldberg RB, Mellies MJ, Sacks FM, Moye LA, Howard BV, Howard
WJ, Davis BR, Cole TG, Pfeffer MA, Braunwald E, for the CARE
investigators. Cardiovascular events and their reduction with pravastatin
in diabetic and glucose-intolerant myocardial infarction survivors with
average cholesterol levels: subgroup analyses in the Cholesterol and
Recurrent Events (CARE) trial. Circulation. 1998;98:2513–2519.
90. The Long-Term Intervention with Pravastatin in Ischaemic Disease
(LIPID) Study Group. Prevention of cardiovascular events and death
with pravastatin in patients with coronary heart disease and a broad
range of initial cholesterol levels. N Engl J Med. 1998;339:1349–1357.
91. Parving HH, Hommel E, Mathiesen E, Skott P, Edsberg B, Bahnsen M,
Lauritzen M, Hougaard P, Lauritzen E. Prevalence of microalbuminuria,
arterial hypertension, retinopathy and neuropathy in patients with insulin
dependent diabetes. BMJ. 1988;296:156–160.
92. Gall MA, Rossing P, Skott P, Damsbo P, Vaag A, Bech K, Dejgaard A,
Lauritzen M, Lauritzen E, Hougaard P, et al. Prevalence of micro- and
macroalbuminuria, arterial hypertension, retinopathy and large vessel
disease in European type 2 (non-insulin-dependent) diabetic patients.
Diabetologia. 1991;34:655–661.
93. Messent JW, Elliott TG, Hill RD, Jarrett RJ, Keen H, Viberti GC.
Prognostic significance of microalbuminuria in insulin-dependent
diabetes mellitus: a twenty-three year follow-up study. Kidney Int.
1992;41:836–839.
94. Mogensen CE. Microalbuminuria predicts clinical proteinuria and early
mortality in maturity-onset diabetes. N Engl J Med. 1984;310:356–360.
95. Mattock MB, Morrish NJ, Viberti G, Keen H, Fitzgerald AP, Jackson G.
Prospective study of microalbuminuria as predictor of mortality in
NIDDM. Diabetes. 1992;41:736–741.
96. Microalbuminuria Collaborative Study Group United Kingdom. Risk
factors for development of microalbuminuria in insulin dependent
diabetic patients: a cohort study. BMJ. 1993;306:1235–1239.
97. Nelson RG, Knowler WC, McCance DR, Sievers ML, Pettitt DJ,
Charles MA, Hanson RL, Liu QZ, Bennett PH. Determinants of
end-stage renal disease in Pima Indians with type 2 (non-insulin-
dependent) diabetes mellitus and proteinuria. Diabetologia. 1993;36:
1087–1093.
98. Ravid M, Savin H, Jutrin I, Bental T, Katz B, Lishner M. Long-term
stabilizing effect of angiotensin-converting enzyme inhibition on plasma
creatinine and on proteinuria in normotensive type II diabetic patients.
Ann Intern Med. 1993;118:577–581.
99. Lewis EJ, Hunsicker LG, Bain RP, Rohde RD, the Collaborative Study
Group. The effect of angiotensin-converting-enzyme inhibition on
diabetic nephropathy. N Engl J Med. 1993;329:1456–1462.
Grundy et al Diabetes and Cardiovascular Care 1145
 by guest on M
arch 28, 2018
http://circ.ahajournals.org/
D
ow
nloaded from
 
100. Kasiske BL, Kalil RS, Ma JZ, Liao M, Keane WF. Effect of antihyper-
tensive therapy on the kidney in patients with diabetes: a meta-
regression analysis. Ann Intern Med. 1993;118:129–138.
101. Nesto RW, Phillips RT. Asymptomatic myocardial ischemia in diabetic
patients. Am J Med. 1986;80:40–47.
102. Gibbons RJ, Balady GJ, Beasley JW, Bricker JT, Duvernoy WF,
Froelicher VF, Mark DB, Marwick TH, McCallister BD, Thompson PD,
Winters WL Jr, Yanowitz FG, Ritchie JL, Cheitlin MD, Eagle KA,
Gardner TJ, Garson A Jr, Lewis RP, O’Rourke RA, Ryan TJ. ACC/AHA
guidelines for exercise testing: executive summary. A report of the
American College of Cardiology/American Heart Association Task
Force on practice guidelines (Committee on Exercise Testing). Circu-
lation. 1997;96:345–354.
103. Smith SC Jr, Blair SN, Criqui MH, Fletcher GF, Fuster V, Gersh BJ,
Gotto AM, Gould KL, Greenland P, Grundy SM, et al. Preventing heart
attack and death in patients with coronary disease. Circulation. 1995;
92:2–4.
104. Ockene IS, Miller NH, American Heart Association Task Force on Risk
Reduction. Cigarette smoking, cardiovascular disease, and stroke: a
statement for healthcare professionals from the American Heart Asso-
ciation. Circulation. 1998;96:3243–3247.
105. The Sixth Report of the Joint National Committee on Prevention,
Detection, Evaluation, and Treatment of High Blood Pressure. Bethesda,
Md: National Institutes of Health, National Heart, Lung, and Blood
Institute, National High Blood Pressure Education Program; 1997.
106. The Diabetes Control and Complications Trial Research Group. The
effect of intensive treatment of diabetes on the development and pro-
gression of long-term complications in insulin-dependent diabetes
mellitus. N Engl J Med. 1993;329:977–986.
107. UK Prospective Diabetes Study (UKPDS) Group. Effect of intensive
blood-glucose control with metformin on complications in overweight
patients with type 2 diabetes (UKPDS 34). Lancet. 1998;352:854–865.
108. Gitlin N, Julie NL, Spurr CL, Lim KN, Juarbe HM. Two cases of severe
clinical and histologic hepatotoxicity associated with troglitazone. Ann
Intern Med. 1998;129:36–38.
109. Neuschwander-Tetri BA, Isley WL, Oki JC, Ramrakhiani S, Quiason
SG, Phillips NJ, Brunt EM. Troglitazone-induced hepatic failure leading
to liver transplantation: a case report. Ann Intern Med. 1998;129:38–41.
110. Vella A, de Groen PC, Dinneen SF. Fatal hepatotoxicity associated with
troglitazone. Ann Intern Med. 1998;129:1080.
111. Jacoby RM, Nesto RW. Acute myocardial infarction in the diabetic
patient: pathophysiology, clinical course and prognosis. J Am Coll
Cardiol. 1992;20:736–744.
112. Hulley S, Grady D, Bush T, Furberg C, Herrington D, Riggs B,
Vittinghoff E, Heart and Estrogen/Progestin Replacement Study (HERS)
research group. Randomized trial of estrogen plus progestin for sec-
ondary prevention of coronary heart disease in postmenopausal women.
JAMA. 1998;280:605–613.
113. Kip KE, Faxon DP, Detre KM, Yeh W, Kelsey SF, Currier JW. Coro-
nary angioplasty in diabetic patients the National Heart, Lung, and
Blood Institute percutaneous transluminal coronary angioplasty registry.
Circulation. 1996;94:1818–1825.
114. Herlitz J, Wognsen GB, Emanuelsson H, Haglid M, Karlson BW,
Karlsson T, Albertsson P, Westberg S. Mortality and morbidity in
diabetic and nondiabetic patients during a 2-year period after coronary
artery bypass grafting. Diabetes Care. 1996;19:698–703.
115. Gum PA, O’Keefe JH Jr, Borkon AM, Spertus JA, Bateman TM,
McGraw JP, Sherwani K, Vacek J, McCallister BD. Bypass surgery
versus coronary angioplasty for revascularization of treated diabetic
patients. Circulation. 1997;96(suppl II):II-7–II-10.
116. Influence of diabetes on 5-year mortality and morbidity in a randomized
trial comparing CABG and PTCA in patients with multivessel disease:
the Bypass Angioplasty Revascularization Investigation (BARI). Circu-
lation. 1997;96:1761–1769.
117. Grundy SM, Balady GJ, Criqui MH, Fletcher G, Greenland P, Hiratzka
LF, Houston-Miller N, Kris-Etherton P, Krumholz HM, LaRosa J,
Ockene IS, Pearson TA, Reed J, Washington R, Smith SC Jr. Primary
prevention of coronary heart disease: guidance from Framingham: a
statement for healthcare professionals from the AHA Task Force on
Risk Reduction. Circulation. 1998;97:1876–1887.
118. American Diabetes Association. Standards of medical care for patients
with diabetes mellitus (position statement). Diabetes Care. 1997;20:
518–520.
119. Haffner SM. Management of dyslipidemia in adults with diabetes:
technical review. Diabetes Care. 1998;21:160–178.
120. American Diabetes Association. Management of dyslipidemia in adults
with diabetes. American Diabetes Association: Clinical Practice Rec-
ommendations 1999. Diabetes Care. 1999;22:556–559.
KEY WORDS: AHA Scientific Statements n diabetes mellitus n risk factors
n cardiovascular diseases
1146 Circulation September 7, 1999
 by guest on M
arch 28, 2018
http://circ.ahajournals.org/
D
ow
nloaded from
 
Howard, William Mitch, Sidney C. Smith, Jr and James R. Sowers
Scott M. Grundy, Ivor J. Benjamin, Gregory L. Burke, Alan Chait, Robert H. Eckel, Barbara V.
American Heart Association
Diabetes and Cardiovascular Disease: A Statement for Healthcare Professionals From the
Print ISSN: 0009-7322. Online ISSN: 1524-4539 
Copyright © 1999 American Heart Association, Inc. All rights reserved.
is published by the American Heart Association, 7272 Greenville Avenue, Dallas, TX 75231Circulation 
doi: 10.1161/01.CIR.100.10.1134
1999;100:1134-1146Circulation. 
 http://circ.ahajournals.org/content/100/10/1134
World Wide Web at: 
The online version of this article, along with updated information and services, is located on the
  
 http://circ.ahajournals.org//subscriptions/
is online at: Circulation  Information about subscribing to Subscriptions:
  
 http://www.lww.com/reprints
 Information about reprints can be found online at: Reprints:
  
document. Permissions and Rights Question and Answer this process is available in the
click Request Permissions in the middle column of the Web page under Services. Further information about
Office. Once the online version of the published article for which permission is being requested is located, 
 can be obtained via RightsLink, a service of the Copyright Clearance Center, not the EditorialCirculationin
 Requests for permissions to reproduce figures, tables, or portions of articles originally publishedPermissions:
 by guest on M
arch 28, 2018
http://circ.ahajournals.org/
D
ow
nloaded from
 
